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(54) \m<o%m #uyjw^-h-«MWn>yay-no«a 



(57) 

tamo. s*«BB^*«fcr;s^«^(cabfc^'j y 
mtszztz ©a sic* ^ Tss«$ns# u sw* s >e 





C2) #^200 3-5 1 1 42 3 

[MM 2] *x-7 7°Ca)^\ 
(a.U#i;-L-^r>u^ 5 b 'J 7 A £o;dc&ifc £ , 

7*n h'yfk»3ICSE»LT**LS:*?8[^fettiR5«it, fcitf 

[iff $8 3] XTy7(ahz£^xmntemmmmmm-?$>z>, m*-% 

K, fi*->K, x*-f-n>\ VU*/9-£V, 20CS)(+)# > 7" h T*y*. 9-7 5 

>y^^y* , /7 , Fry>, 7-> f - t: ^'JyV^f ;v -10 , 11- x f - V > v ^ * 
->r/yffy>> 7 9**1; U K-;V (ffavopiridol) % y;v^vf->>, 17 
-(7'JJV7^ )-17-r ^ h+y^I/^tv^yy, x ? r >f t ~> v > 743(ectei 
nascidin 743), y^y-y-jy (phthalascidin) , CT-2584C1-CH-C YT'sK' 7 
= y )-10- k K O * ~> ? > Tis )V )-3 , 7->' *f-/Hftf->f->\ CT-4582 C1-(11-(N- 
y f- JVN- Kf yji/7 = y )-10- 1 Ko + y^fyJV )-3 , 7— >♦ f- ;v * -9- y -f- V ) 



(3) ^2003-5 1 1 42 3 

, K * V )V tf -> > , 7-(->* > f- ;v-tert-7'f - }]/ y ^ * * v K n * v * y 

C jc^f-n^D, i«Kf-n>Fj^jil2,13-i;^^5/i J ief.n>F^*4, fjf#]g 
[it*E6] THrKfe***'/** y**-fc/uifc»i h*****/^**, ft 

i?^£L^^^20kd~80kd<7)^i:^-tS> »*8 1 KflE*<&#tfc 0 

1 Hf5«0#£ 0 

1 3 £iE«c^?£ 0 



(4) #112 0 0 3 - 5 1 1 42 3 

ffM 1 5 CfSlW^So 

# y /u * s > ^ > y a. y - h * & £ t , 

Cd)7~ 21gi%(7)^ 7 fc^ J x-m *° 'J " L "^ A/ ^ 5 > « * (gjft S * 4 £ , 



(5) «*2 003-5 1 1 42 3 

b ) : 

(a- )^M»^^^*°U -L-if ^ >m* Y f ) V *i&<7>m®%L*&&T 
2>Zk, is IV 



(6) 13112 0 0 3- 5 1 1 42 3 

[ 0 0 0 1 ] 
[ 0 0 0 2] 

t6J3«tU f «/I?Lfc#t**^i-C*g#f|=^5 f 977,16^; Li et al . , Cancer Res. 
, 58:2404,1998) o # ij ? ^ $ 5 ij * * -b;U 3 > v h li, ig* L 

[0 0 0 3] 

flffcl Li et al., 1b1dj-g§^3 tLT^&X&iK X ot#'J 5 

&*Bfr*U ^CjJM&e«$**. L^Lfctffc, **>:frifctt, S*«)S^J: 

ti. Sfcfc, #<<7?gmp D n fimt Lxmt&LtttfX »J#fll4teRCfcfcx.tf 
fcfcitf'J 9fr9* - H&Sfa'/^ay- McttzfcTli* &&^„ £GD3> 

^7 A 5 A i ti <b <D 3 > v a h jR^WoacA S Itfc* 



(7) ^2 00 3-5 1 1 42 3 

[0 0 0 4] 
[ 0 0 0 5] 

(a)^n h U $r>l< * S y v - jfe J: 0***1 i a > v a h 

(W*ft1£t®fc&*^g^«&£§(tf y jou* s >»#y 
cosfo^i^^fcifc i t k x y) Wi# y s >BH&*f&= ^ 

[0 0 0 6] 

(a) # ij ^ * = > g# 'J - <Di£ £ «« 3 * & - . 

cw i <& am *«inl- S - h K <fc 9 |& * y v - * 7* o h v ft t T 

* y rn-rnmm a > v * ^- h * j^ssi-a 1 1 , 
Cd)^j^i:c7)m7X-M*»-r-i> ^ t k x »9 ®# y ^ * 5 > m-r&M n y 



(8) ^2 00 3-5 1 1 42 3 

[0 0 0 7] 

H;*Att*7n h ><b»siit*!fcUT-e*L*»«[*»?,ttjis**it % 

(c) t <7) «K 'J -L-^ JV * 5 > ft it ft * HI Jtt t T Tic -?$c -t £ i i: , 
"Cft# 'J -L-^;v * 5 t , 

(f) d <D RiK ffi # ft *&7jc jfc £ & * « L * ifib , £ <o rjS ftg- % * 0«c ~ 

lot ^ £ {±^o<c - lot: k ismt a^t, 

[ 0 0 0 8] 

7r 7 y (a)~ (dM^b {; WT«xt 7 7"(a' J: XfQ>' ) : 
■fcj: ij#y-L-^^^ 5 >ft h 'J 7Hn7tf- fcJi#<; ^/u* 5 >SM 



[0 0 0 9] 

yar- h*PS1-* »S LIMITS;}:, MIBffll 

x;K^n>A, xjtff-nyB, x;Kf-n>C, x*'fny, x*Kf-n J; 0*12,1 
3->^t*yx^n >Fco J: 9 ftx#f-n> ; f& */9K > ; 20CS) (+) # y 7° 
hrV> ; 9-75y*>7'hf->> ; 9-x h ujo y-f f ; 7-xf-;v-10-t; 

> ; 10,ll-p{f-P>v^^->* y^hfyV ; 7-p?^;n: B ^ij ->*y ^f-;i/-10,U 
-xfV^yt^y*>yFry>; 77* H* U K- ^ (flavopi ridol) ; 

->-7>743 (ecteinascidin 743) ;y9yz/-jy (phthalascidin) ; CT-2584 
(l-(ll-( k f-> )-l0- v: Kn^y^^fy ^ )-3 , 7— >* ^ f - ;v ^ -9- > f - > 

; Cr-4582(l-Cll-(N-p{^^N-K7-->;l,T^ J >-10-fc FD^yi)'/ 7*5/ ;l/)-3,7- 

y^ f Mf >f >) ; K^v;nfy^ ; 7 K'J 7v^y; y ; ^ ;V7 r 5 > ; 
y)V^y\£y ; ^ y v>f ->> ; ^7/^ * ; 5-7** a? 9~>* ; 7nn7 
ij y > (FUDR) ; */?u7.#V> ; V*;jyWL\ 7 ~Cv ;* f - ;v-tert- 7 ^ ;v -> 'J 
A/t * -> )~ 10 -^ Kn*y*>7hr->>^ ir^tf h tii 0 
[0 0 10] 

»M 

jj S L< fi, #u^>i/^5 ^7? 
JWkHbn&% < fc fcSCK, j; $#4 l < filOOf^;^ = LT^fS 

> y a h tf^M i Jt« L T&Ji. £ tifcjjcfcte* «t OV i fc tt3fc& 3 ftfc«f 



CIO) &m 2 O 0 3 - 5 1 1 4 2 3 

^ ;v * ? y y v - * 5(»t THJfti- & t <b § a 0 

[0011] 

kd, J:»jjaFS L <li20kd~80kd > $ & t jgp 4 L < fi 20kd~60kd, L < 

^jlO.OOO, j&ll.OOO, &12.OO0, ^13,000, &14.000 
, ^15,000, ^16,000, ^17,000, ^18,000, |£jl9,000, #j20,000, & 21, 000, 
|<j22,000 N 3^23,000, ^24,000, **j25,000, ^26,000, *«j27,000, ;&28,000, 
29,000, 30,000^ >uh>©^f ft *^r-j-i 0 ±^T»I±, *ni<o#'; ^JV 

*3>«#'JV-|4, &31.000, #j32,000, ^33,000, ^34,000, &35,000, 
36,000, ^37,000, ^38,000, #j39,000, ^40,000, ft 41, 000, ft42,000, ft43 
,000 N ft44,000, ft45,000, ft46,000, #,47,000, ft48,000, ^49,000, ft50,0 
00, ft51, 000, #j52,00O, ^53,000, ft54,000, ft55,000, ^56,000, ft57,00 . 
0, ^58,000, #j59,000, ^60,000, ft61,000, ft62,000, ft 63 , 000„ ft64,000 
, ft65,000, ft66,000, ft67,000, ft68,000, ft69,000, ,#,70,000, ft 71, 000, 
ft72,000, ft73,000, ft74,000, ft75,000, ft76,000, ft77, 000, ft78,CO0, ft 
79,000, ft^fe80,000^h><o5^*Sr^rt4 o a*#T**Ltf, ®<Dlo&K 
X o TWg Lfc»#t^?-JI«!>«56 , *44 TiTffitt*** * - h Wfrfrh "C* 5 $ . 

[0 0 12] 

mftteZftX^b t° D ^v^"/S ** S 0 *f * U> 'J *✓ * - tt 
»)*S*lfci:S»cj(R#T*aWR^**o <b*>£A^ ffJSfc 'J > * ~ H a > f a 



5.;mQztli£, y*)*s>, 7?->, n^y>, ^yn^-»), U'n^y 

x*r/K 7^ h\ #;w^-K K 7^H*V7M^ 

x-r-JK 7->JV^ ; ¥->7JV^rJVf-^x-r JK 7y*^i>7;^JHXrJi' 
, 7 , /H^7HJi'7 5K, 7->;^^rv'7;v3^^*;v'K~;v> 7->;v* 

^y7J^JV7r/> 7vJH + y7J^^7 5 7->^** ->7^^^* ^ 

7->jv^^v-7^^;vt;;v*>7^ K\ 7-tr?-;K 
JW7«f h\ i-t^-A-r JK N-7y^7 5 K, 7ii'3±y*;i/*^jv*^y7^^f 

[0 0 13] 

Xjf, D. March, Advanced Organic Chemistry, Wiley Interscience, 4th Edit 
[0 0 14] 

% j )ntiit'^ 0 ^tMcdsw, w^'j-?- twjts-nfiifLT^f 



(12) 13312 003-511423 

[0015] 

%m % \±, 4oo^ffi, ci)tt#m*%ft, C2)^.^ij^ 

[0 0 16] 

CloVTV^, v»-f ft*) n htov»Ti, v"J *±o"n-Cn J: 

[0 0 17] 

V® 56ft) t tz it %yt K <t o Till xe £ ft * i&floii^lo'^t ^ & o a > v 

a. ^ - h * Bi>f * > * c 2 ■ 5 * tz \t 5mg/mL) n mm l , imm%im&t & k 

li * ft * 11**1- * * 500g-cl5^H J&kfrSI U * L T 29! vSifc £ JiH # > zk "C 
100^ 2001* K#JR1-*o *«Hfil*£*fc LTfflSO»E*T!R3tK*a*W4« 
fctil?, #3R#J*a6*KLT228nnifctt2e(^UVft3^Sr||*flJl4. 3>->* 

fcfcx.ff, 228nm£ fc{4260rm-e$J£-$-s d fc J; i) 
»?)ib?K 0 CITIES ft U **-t;^&$fl&t Jfc«L 
[0 0 18] 



03) #«2 0 0 3-5 1 1 4 2 3 

art*' v ^ * * > »; * * * ;w=r ^ ->*^r- b t w 1 1 

[0 0 19] 

|(j4.5ppm~#<j6.5ppm ^ff b < li 4 - 5 PP"~6.5ppiin js^^ffilf^^ftt, 
h^(7)^C7)-e*iJ^ 0 tK'J v-±0K:ov»TO#!j3.8ppm~^4 i 4 

PP"\ jJ4 t< {±3.8ppm~4.4ppm<7)^i : Jti5:t, % — y v 'J 9 " 

[ 0 0 2 0] 

05 ®ff =21. 36/1. 98=10. 79 Q 
[0021] 

At >J ^ar-fe;VOlW=837; ij 9 * yv-©MWjil29-ci4 0 
[0 0 2 2 ] 

^%=(837/(10. 79 X 129)+837) X 100=37. 6% Q 
[0 0 2 3] 

S:*HLfc"b^ioT, *^>*H*ISS61-*feO"ett4v»o 
[0 0 2 4] 

K ; r - # v K ; x *f n xtfff- nyB, x u y n > x # 



(14) #S2 0 0 3-5 1 1 42 3 

; 20CS)(.+)juyy*Yf a y> ; 9-7^*y^hf-» ; ^fn*>/bf-» 

; 7-jr.^ ; v-10-n Ka+vav^h-f ; 9-y > f- /I/ 7 3 / * f- ^-^M: Ko 

7t^-» ; 17-Cr';;V7^ y)-17-f^ h^->y;v^^-v-Y->> ; x^r-Y 
t v> V > 743 ; y?? -> > ; CT-2584(l-(ll-( K JU 7 5 J )-10-fc K D * -> 
^yfvJvH,?-;^ f-;v*^>f-> ; CT-4582C1-CL1-CN-;* f;vN-Kf->^7 
5 y )-iO-t: Yxj*r-yfyy T'y^-U—y* f-^^-f ; V /u tf-> y ; 

7 KV */J y ; t)V7Tyy ; 7)^7t*> ; ; ^7^°? 

)V ; 5--7;v^- n ? 9 ; 7 o * * 9 'J v > A^ 01 *) ; y?DA# 'J > ; J 4 
y W. ; 7 ~v f - ;v -> y * -> )-10-fc K n * -> * > 7° h r *y > £ 

[0 0 2 5] 

teases^ ^&<&#*+fcB£fc#£-r*tt6£* t*nitetim<om&*&ut 

, 3 > y a h ft^ttAll ? t to L^U 

[0 0 2 6] 

[M^-^yj^Mj TX'frKbtL&fci&tt, ^mnmmttzttLtf, D 

MF, DMSO, N-pi a 'J K> )tfC, -20^-150^ £ \ifo-20lc -^150^, 



n° y - f , #y y jv-/7 * - A/** 7 -r C r y ^ ^ v 'J 

h^r->7-bf-V>, 1.1' -* tf^ (3-;* f-;W 5 ^VU 7 A ) r r J 

N' -*;v*^;v->M 5 ?V-;K * 9 yx)V*~)V? v y h\ t: ad-Y o y 

K\ e^(2-^-^V-3-^^r^V*y v^Jl/)*J*7>f >»C TBOP-Clj \ 2-?xiU 
pt^-;vf y v^7A3-v FC TCMPIJ )fc£**«S*tf&*i*o 7*3-**?^ 

tr 'J v y ii zv>GW&&tfm? hfr&o 

[0 0 2 7] 

T-t h ~ h y jk r h 9 K KH7 9>C pHFj -7^f 5 KC T 

[0 0 2 8] 

»# u - cm tt * * £ a , m*um& * t * ^5?*** ^ o r 

(B**jgt4<^)S-|»ihL, * Lf, ft#©ft£tt4fcfcm*«*r?7^J:$*© 

fttKtOT^iT^liS^tPino -Jttttfctt, T.W. Greene & P. 
CM. Wuts, "Protective Groups in Organic Synthesis," 3rd Ed, 1999, Don 



(16) #^2 00 3-5 1 1 42 3 

n Wiley and Sons, N.Y.£g:H3£ fifz^o 
[ 0 0 2 9 ] 

Ml^it Kn^y;V7*n7^lUTIl 7U/K ^>v)K 7-fef-JK 
BV|(2-p{ h^yxh^yyf-H t-B0C(tert- 7 ' ^ ^ * * -> * ^ # - * ) % CBZ(^ 

[ 0 0 3 0] 

£. £ O-t 1 ^ £ t-^f ji/^- 4r >Udf- jvCt-BOC), ^ > -7;^ 

[ 0 0 3 1 ] 

L4r<T'b i^. 
[0 0 3 2] 

UNfettTRitittOtSix^^A', U5L<li, *J-)V^ xf-jp, 7ne 
[0 0 3 3] 



[ 0 0 3 4] 

(a)y n h-y{k&%W#V 7*9 \ *»#'J v-fc J: tf-tJifc a h 

*T*K'J 5 =r>v a. ^llt^h 

(Oj|Si$*©aLdc#«[*«jDl-4 t t J: D l ) 7*9 5 a > 

[ 0 0 3 5] 

^*«pH3j^j;K44 4-CHfl:Sri5ls»i-4tfc*«ff4 LvO B %<D&, ^)7*9 
[ 0 0 3 6] 

iWRftW-frfe**. *©J:$*3fc£*fr$R, ftKEfcoMS^-tefflW 
[0 0 3 7] 

Rj&^*-Al-Hl|i, «*©M;a*fl9fci&***, B«4fctt^';5/>^^- 

* - * ^ t t # y -l-^ * * $ > m (pg) k *g & it t> k \m L fc * * 



(18) #SI2 003-51 1423 

fi#*ORlBtt, mfe7v~bZKM&?Z>®<D 
i^:, y>*~*ttffi1-**&\ 3>j;ay-i.ci«i:ii, ^m«J:cf 

fc **i5ri6-C**o ^ 'J v >J^<r> U > * - is «t tWJIfflSKffl;^ 5 & <aJ£W 

[ 0 0 3 8] 

*^Oft*07K»14Sfi«^*'IS£ffl1-*ii:5&*-C§sCfcfcx.^ NaC\ KC\ NH 4 C 
"U M^M^a, *«7>*~9A4*Oo JffiKtt, lO-~15%<^j&-<§-$£l 

it* *ff TT^»4 WIS® fi* «t WJBHIIji*^ h# ') 7 

[ 0 0 3 9 ] 



* * £8 CHG) er, j;^^^f^ y Cd)-c^ffl-r 4 o «il 4 liS 

[ 0 0 4 0] 

T*i&«D 7" V h >ft a > v a y - h £ & 4 £ t |4(felT^ M 2 £ J CP 3 

ustsH, aits*, 4 tztemm®w\mm-r2>&xyvx.r- 

* f ^§*o *«>^ iiSLfci^, ^«gH4ftLT7°n f>{»3>-/ 
^- 01121-4 o 
[ 0 0 4 1 ] 

, MM**Vy<r>± ■? ^^ny^ft-gl ; 7-fe h ^£ iLM?-;uxf-;i^ h >CM 
HQ© J: 9 £^ h > ; tert-/f-;v7;v 3 -;v N ^ y k'^7^3-^K xfjp 

tt * ft £ T * 5 U - ft** £ i J: :/ n > > ft a > s; a. r 

[ 0 0 4 2] 



(20) ft$k2 003-511423 

[0 0 4 3] 

ft fx f - ;w is i 7 -fr h - b i; ;i/<7) (I ^ k , a^ay-ht * * 
[0 0 4 4] 

»<7) i % , y n b ij y)V ? ^ y Wl-temm a > v a ^- h c7)in situ 

# 'j * ^ y m-asmm ^->'^-f 1 1 , 

W)»H»Ott7lt»«[* jSj&DT* t K J: *) BE* U ^ * 5 >SH&** a > 
[0 0 4 5] 

[0 0 4 6] 

lff*^**^r <9 s ±fB*5*r ? y(b)-^ftS:(7)®«%^^ffl1-^ 

yft$L v'T^I&K, y7V7x^y||, -y/^nt^yt, ^^nnft 



(21) ^2 0 0 3-5 1 1 42 3 

, t7hxf, -hoSiff, 7* JUL *9y*fc*yWL, HBr, HCl^ J; ^ 
[0 0 4 7] 

So 

[0 0 4 8] 
[0 0 4 9] 

IfU] 

3c 1 ■ Mr 7*- g 





fi s (g) 


flJY)' 


<NMRJ d 


mm 

n>? v 


%• 


SSDMP 


DIPU5S 


801 1 


93.6 


87. 80 


42.0 


34.0 


0. 128 


0. 15 


0. 27 


0. 160 | 0. 87 



3>vay- hCg) ; d NMR^tC ioT^L/^^ 'J ^t)l/(g)/r/ya^ 

[0 0 5 0] 

[$2] 

^ 2 • Mr^-? 



(22) 



003-511423 







(NME) 1 




DMF% g 


DIPU%" 


95. 1 


0. 485 


36. 0 


0-0. 01 


0.01-0.45 


0 



[0 0 5 1 ] 

* &t <d mmm k x o x urn t z> *k n z & m& k. & v> x 

[0 0 5 2] 

mm 

• CNaat)©fl^*fi, ^TcCSigma Chemical Co., Milwaukee, WI)##jj£il!)£ 
K&^XSfcfc-r&tZbKXtUi, 20kd~50kD(T)^H-e^o^ 0 3>->'a.^- 

h © TO3c tt 37 % o *: o 

[ 0 0 5 3 ] 

tfij-L-^v? = >gg^ > i; r^ A ^(85.9g) (Sigma Chemical Co., 37kd^*( 
tt«i:J:ot^))^ USPSNfig*C534mL; 6.2fflL/g)K*»L, v§M°-c~ 
StfcfciPLfc, f»|OM)^(i#U Mfc^KifflSLfc**^ PH 

H*<WMtLfc 0 ±»0*it»*L, @*^USP||i« 7 Jc560nLn S ^L, 10fr 



[0 0 5 4] 

±ffi*M 1 ^I2«L/cJ: a fcWBLfc#y-L-^/u* 5 >SO-6.82g)£, 
iN,H7f^M7^ K(180nL), a* >J * ^^;v(9.923g, ll.aimoDfc J 

N , N-v > f - ^ 7 5 y \> i; ->* > (283mg^ 2 . 32itmo1 ) £ L 0 KJ&^tf £ , 3 
OfrKifc#Lfco N,N-y^;ynk'j^My^ K(1.903g, 15.08rrmo1)c7)N,N- 

ffl77^n# L-€-*L*i50Qgr*^*-r4 t fc J: oT t ©ttdMbfcfrli L 
fc„ 7Stt@#^7lcC15(>nL)nM^L, *^<ift^L4:*«t>^»*^^h'J^ 

Or - 5t; K <$£P t , »«<^PH**PH3n *4i-C*aK»^L^*^HCl (IN) 

, attH#**05QnL)tjR»La^fl'lt1-*Cfc*2|iiff^ ifc-rffiJfrLfc. £ 

h24gCRj(£90 % )S r ftfc 0 
[0 0 5 5] 

tfcfc J: oT£ < tfc*«T&4 e 
[0 0 5 6] 

[0 0 5 7] 



?^-feM24.66g)£ i^N.N-y'^fjv/; y ti »J v > C0.70g)^^j|] L, lO^H 
LTto N,N->M v -/n t: PXV-i X K(4.73g)c7)N,N-;;y. f**;VA 7 

= K(i43mL)^^ mmm^zm^ximmfrvxm&K'zmiiL, ^mmm 

1- 2D ^^jDffl S4- £ ffi v> TS5 T L , *H£ig^«l tt77^^ ft£pi- 

£ RJS«J <D W 2 . 5 K £ -r 4 £ -CffiT^iD L o ElS * 5 t ~ 10^ 30^- M 

ioTHJELfco HflE*7K"C 3 HItti^U^ *fiK*»t*v»T24|i*|ni3([iB(ai|fcL 

fco &^mfc*%&t%w*m^xmmmm^Ltz a 

-^JW ? 5 > «J ? * -b>U 3 V -7 a.^ 1 - > £ T -t h - h 'J ClOOOnDu j^yg 
U 2#im«#Lfcfcfc:atiiU Hfr^T-t h-^20OnL"c2|Bi^tfco S-ft* 

*STr24fl*ini(e«ifc?*4£fc-c*y-L-^^^ 5 >m-*9 y ^-tr^nv-y^ 

y~ >C60g)£#fc (JH^90%) 0 
[ 0 0 5 8] 

j^feffU ■ »°y-L-y^^^>m-^'J^>-^°^y^^-b^n>y^y- h<DM 

JJlTWr^T'l £,£^2 fi> ££fi9fcf±Mathewk<^thew, AE., Mejillano, 
M.R, Nath, D.P., Himes, R.H. ,£ j; ^Stella, v.J., 3. Med. Chem., 35: 145 
-151, ]392)fcffisR0J: $ tfifofco 
[ 0 0 5 9] 

xr-^l- 2 '-(N-t-BOC-^ ij y jiO/s ? y y ^ -i; jupgflK 

N-t-BOC-L-^ 1; v > (13lJng, 0. 75rmiol)^ £ tfs* ? y $ ^ )V (640mg > 0. 75mno 
1)^dd^> (20nL)^^ n % 1, 3->- ^ v 7" n e ;v * ;i/ 4 \ F 024mg, 
0.98mmo"l), ^v^TN,N->V f-;V7 = y y v > (27mg > 0.23nro1)^^p t 



o T & i t t\ 2 ' -(N-t-BOC-^ ,j ^ }V ), ^ ,j ^ ^ t ;V , (72Qng, »95% ) 
[0 0 6 0] 

2'-CN-t-BOC-^ij ->jiO;^ ij ji,(245mg, 0.242rnnol)cD^(2mL)}§-$£ 

mWlTKM * h'j7A »C45mL)^^ jp U ftftCpH 8.0)£ n tM ? > (2 x 

^^-kjva61mg, M73%)*a < fe»*i LTftft, 
[0 0 6 1 ] 

jje _L-^ ;v ^ = > ^ (275mg^ 1. 87rrmol )^-;^ ;y * ;V A 7 5 K CQnL) JR 
fS«*a#U iJU^'-Qjrt; v;u)/n«^ ^ ^ -t ;p (160mg, 0.177rrfno1) 

SrifiiBLfco l.HVV7"Dk"Mj^^= KC2ftng, 0.23mno1)^->*^ 

v^io%©*<b+ h V v A***C7W-)Sr30^im^tT«SJfli-r*c: 

C3x ftO-ctt^u ^TlHft**«iii1-*ifcT*14fl:LPH2-8»iUfco M 



[ 0 0 6 2] 
[ 0 0 6 3] 

10-7* 7 -fef- ;Wn7 V **-fe>Wi, ^£W£fi2ieng, Q-Y-, Darbie, L.G., Ch 
en, X., Murray, C.K. , Tetrahedron Letters., 36 : 2001-2004, 1995& J; 

[ 0 0 6 4 ] 

A£ ij **-b;vC1.0g, l.UmmoDo^ 9 k Kn7 9>C20BL)gf«[H, Mlk 
7KtC 30 %> 2QnL) % a^T^SMcfjl?- r U •>A(1.92g > 22.85mno1)^^j[] t tz Q 
g.&-?l&tifM&W Lfcfcfc , S-frfc*-?* no^ y/7jcd : lCv/v)^ 10QnL)-c 

iSTtii t fco * 3 % ^ * ; - ?w*?> cv/v)-e-^ai-r -> 

[ 0 0 6 5] 

tt 

ij i^;i/->';;i/)-10-7*T-bf-Jl'^^ 'J **-fe;i/£\ *S#^^5 
, 629 , 433-^- K fE«*> J: ? K L „ 
[0 0 6 6] 

10-r 'J ?^-t;v(850mg N 1.0Snmol)$>jR;ic 'J v V C20mL)j§j£fc 

% ? nn h yxf->u->? >(2.72mL, 20.1rnnol)$ r ^-e7;urf>#H^Tl' 

t*IL, 7jcC3 x 30mL), 10%0fiEM*$$C4x 35mL), 7 JcC30mL)fe J; tf&ffc 



S-tMJ±T^M1-& c: 1 1\ 2',7-tf yif^ij iv)-lO-f 7 ^fjw^ 
[ 0 0 6 7] 

7*3 • 2',7-hf^Ch 'Jxf-jVyiJ jiO-lO-y^-fcf-JW*? tj ^-fe;^ g 
[0 0 6 8] 

2',7-e^Ch ij ^/)-3XHr'T4rf->l'A^ 'J * * -b ;V C73Qng s 0.70mmo 

l)Of b 5 K Kn 7 9 > C7.3hL)^t , v';vn y-fc'/^ny KHK'J K(543mg 

[ 0 0 6 9] 

10-T7 -tf-JW^ y?^^#-Jk7 5>t, #H#H s *5.629 I 43S§.fcft 0 
[0 0 7 0] 

. 621/miol ) o KM/95% x * y - ;i/ (1% Cw/w)) (25mL)}§$ £ 15b# ffi L > 7jc C6 
[0 0 7 1 ] 



(28) «f»2 00 3-5 1 1 42 3 

K-fc^^f-fc^*, *S#^^5,629,433^-ic^ oT p|o t?to 
[ 0 0 7 2] 

10-7*7 -bf-JW-?^ U ^*-b^*-iR7 5 >C40Sng, 0.57krmol)^ftSif-^(4 

-^®-7-tert- 7 ^;i,(225mg > 1.03mno1)^^ n t ^S"Cl5^ W Ji#t 
fcft, ft*i^A'C75iilO**JpLfco «©^7KC2 x 30nL>Cifc£U 
7- h 'J A JSt^T-Cftfl Ufco Mft £ 4 % * 9 J - * n o ^ 

-e, K-t**«k;v(351mg, IK$76% )£££$■;£ £ LT#fc 0 
[ 0 0 7 3] 

* f v 7° 6 ■ #'J -L-^jb 3 > ft-2'- K-b » * -b Jl/ 3 > v j. h (DISSS 

# i j -L-$r ;i/ ^ ^ > K C658mg^ 4 . 47rrmol ) <7) $E 7 jc v ^ f - )V * OOnOS 
vS^t, K-b**-tM385mg, 0.48mnol)ij «t t>*N,N— >*p< 7 5 y tf U v > C12 
mg, 0.09&mo1)^^;f](]L7to Z.<Vfm%L*19tW Ltttfh, dtUd.^vM V 7°tJ 
tr^*JHJfyW 5 K(78.8mg, 0.624frrool)^->v 7 5 K(3ttL)fcfftS:, 

£<k* h U •7A7Kv#^C2(>nL)§ r 30^H^ttT»L7to 3 & Kl#M*# Lfcft 
fc, H#*«aL, »a^r-***C4x 5QiO-Cfti^Lfco H#*»t44 4 

r '(89Qng, tt*87%)*afe»*fc LTflfc, X H WRC30CMHz, DMSO-d,): § 12.1 
OCs, -C00H), 7.05-8. 20Cm, £#fc7n r >), 4.80-6.05(m) , 3.8O-4.50Cm) , 5 
.0-5. 6(m, 5-H2, 7-H2), 3. 70-4. 35 Cm), 1. 20-2. 80 Cm) , 1.00Cs) o 
[ 0 0 7 4] 

tfv-L-y^? z ym-y<) ->;p-2ocs)7j >zrYT->yv>mutKi&z 

ttT<?)Xt y ~f 1 £ <}: XI 2 \±y Greenwald, R.B., Pendri, A., Conover, CD. 
, Lee, C. , Choe, Y.H., Gilbert, C. , Martinez, A., Xia, 3. , Wu, D., £ XV s 
Hsue, M., Bioorg. & Med. Chem. , 6 : 551-562, 1998^ J- 0 TIE® ZtltzX 1 



(29) #82 00 3-5 1 1 42 3 

[ 0 0 7 5] 

* X y 7 1 • 20-(N-t-BOC-y 'J y JIO-20CS) » > 7 j. g y g fj|g 
N-t-BOC-^i; ->> C530ng^ 3.0rmo1)cote 7 Xv^ nn^> C240mL)}§-$^ 1,3 
vratf^^^^v-f 5 KC379mg, 3.0mno~l\ N,N->*> f^75 7 tTU v 
>(244mg, 2rrmo"l)£ j; ?>-20CS)^ > y -> > (348mg s l.QrmoD^O'CHf^SjP L 

0-l%S*»(2 x 50nL\ 7 Jt(2 x 5CmL) s O.nM^^^- h ij 9 A*fc*C 2 x 

t T> 20-(N-t-BOC-^ i; ~> ;i,)-20(S) # > 7° F -r -> > C424mg^ J|£$84% ) £Hfe$3- 
*t LT#£o ' H NMR(300MHz, CDCI 3 ): $8.35(s, 1H), 8.22(d,D = 8.38Hz 1H 
), 7.91(d,3 = 8.07, 1H), 7.76-7.85(m, 7.65Ct,J = 7.4Hz, 1H), 7.26Cs 

, 1H), 5.70(d,D = 17.25Hz, 1H), 5.40(d,D = 17.25Hz, 5.25Cs, 2H), 4. 

95(br s, 1H), 3.98-4.25(m, 2H) , 2.18-2.26(m, 2H), 1.38Cs, 9H), 0.95Ct,D 
= 7.47Hz, 3H) Q 

[0 0 7 6] 

- 2Q-g .j ^ ;y-20(S) # y -f y j- -> y y i; 7 ^ p BESEJtfop 
20-(N-t-B0C->7 'J -> )]/ )-20(S) # > h r ~> > C424mg^ 0 . 84mno1 ) V ? O 

;V (3 ; 7(v/v) % 5QnL) * jp, £ flft 20-^ .j -> ;u-20(S) * > -f y x *, 

y ^ 'J 7JVit-n^m^(361^g, W83%)^^fe (light yellow)^* fc LT# 
fc 0 *H NMRQOOMHz, DMSO-d 6 ) : <y8.78(s, 8.45(br s, 2H), 8.20(d,J = 8 

.2Hz UH), 7.70-7.95(m, 2H), 7.30(s, 1H), 5.55(s, 2H), 5.30Cs, 2H), 4.35C 
d,D = 17.9Hz, 1H), 4.15(d,3 = 17.9Hz, 1H), 2.10-2. 30(m, 2H), l.OOCt.3 = 
7.4Hz, 3H) C 

[0 0 7 7] 

ztv 7° 3- -L-jrn> 'J g/ fr-20CS) ^y^^-»j> y 3. 



C30) #^2 0 0 3-5 1 1 42 3 

->;v-20CS)^>7°}»rv/V f ij 7 /I/* nftKtt(351ing, 0.68rrmol) % # 
ij -L-^ ;i/ ^ 5 > R (465mg, 3 . l&mol ) g j; y?N, N-- 7 jP7?;t"'J y > C249mg 
, 2.04frmol) (7 )te 7 f c ->Vf-;V^;l/A7? Ka3ML)jfcfc}fc£«# L£#P> , -tUd 
V yn \d)V%)Vi$*J4 ? J? CUl.Sng, 0.88ninol)coy p< f-;w*^ A 7 5 K 

to**»+-C#iPU 10 %<7)^bt h V vA;fc}#$(35mL)£30# W ^7«jj[lL 

-cSttttLfco 8feifc***atiIfcJ:oTIIIJKU 7RC 5 * 25mL )-c»u 

M&ftlk $ * fcft, # 'J -L-^ * * 3 > g -> ^-20CS) r/^Fry^y 

yaf- h(703mg N K^ 95 %)£flfe«£ LT#fc 0 1|H NMR(30CMHz, DMSO-cU 
: <yl2.10(s, -C00H), 7.05-8. 74(m, 7,9,10,11,12, &14CH), 5.0-5.6(m, 5-CH 
2, 7-CH2), 3.70-4.35(m, -Gly-CH2, PC-N-CH-) , 1.42-2. 62 (m, 18-CH2, PG-#C 
H2, #CH2), 0.90Cbr s, 19-CH3) 0 l H MvlR^J: V) % «; ? * -fe ;K^«^'34 

[0 0 7 8] 

lOOnLojiLjg^^^rzn, 9 = yf, ^ > ij $ 

Aj£X340ng > 2.25rrmo\ U.3^*)fi «t tf&tjJCy ^ f->U*>l/A 7 5 K7mL£^ji 
fco U h »J 7;V^n|^mC156 // L, 2.03rmo\ 10.2^»)^-> .j > 

17Qng % 0.199mo1, 1.0^i)£@ft£ LT^iH L, 3fcv»T+-CN,N-i;> f-fl/7 5 J 
)H°'J y^OOng, O.082rnnol, O.^i^i^yT'nt'jVAJ^v'f ? KC40 
^ O.259nmo1, 1.3i|j*)*«jj|| Lfc. ***MTM|l$|inJi#U 3feV^*ffi 



fc 0 X H NMRCdg DMSO)^ j; 9 , A? »J * ^-te/l^^j&^a^-e&s ;U S * 
[0 0 7 9 ] 

, ;W 7i CLaris)Bf*|H|&CLiy2)*arT t»« Lfc v 9 x ^ 
T77^U. V^MXI (LL/2)^^|a(ATTC CRL-1642)2 .Sxlfffl^f 
frPBStffcFBS 0.25m1^l: ££T£lt1- 4 i t ct o t\ 

*»*«20± 20ml 3 (spi& 230® cofi^ ) 4 "Cjfcft I, T V> 

7 * 7 Ccremophore)EL/8.3% x ^ y - jl/£-§-fr0.75%£g : t : j& 7 Jt+ £Jn£T 

^C*$x|ix^$V2j;^oTft»?*t^o 2500ml 3 J^±<7?fi^ ^tivf * fi 

[0 0 8 0] 
[0 0 8 1 ] 

^V-L-^;v^ = >^(4.95g)^4E 7 XN,N--7p(f-;W*;UA7^ KCl2QnL)jc}gffi 
U CT2584(0.873g, 1.634mmo1)^^ j fl t 0 S 38 3 ft* S t% £{& 



C32) 1$«2 0 0 3-5 1 1 42 3 

/f V/n fcTjV* JI/jKvW ? KC0.247g^ 1.9&mDl)coN,N->^ f-;u*;VA 7 = KC5 

-C\ #';-L-^JV?S >^CT2584 3 >v^^- h 5.16g£f|fco J|£E£ = 88.6% 0 
[0 0 8 2] 

t&3.9ppm^j : ^3.4ppm T ^l^|g > £ t>ZFK7 fr* h > K fcUSI" & 1- 24p 

Pm-C (7) II Ja V> 1£ £g <fc 02584^ *Jfi * * fctt?" * °- 85ppm<7) «j£ v» tf - * 
*> s ^S*lfco ? ?)t NMRj,; J: 0 T, # 'J -L-^/P * 5 > ±fllfcfcHS1- 4 1- SPP" 1 - 3 - 

[ 0 0 8 3] 

fejfcgll 0- ^'J-L-^^>S->!i^^hr->^IS 

20CS)-* y -f y -r -> y (64mg, 0.184mnol) < P # <j -CL-^u * 5 ^K)C25fing % 49 
.8kD) £ (7) * 6$ M L> V ^MMTU' Cl5m 

L)K»»ufc 0 ^§?ssr*/*£wc-5'cf -c^u^o 7fr*yy 

•C 3 £ -f fc n n f - ;V t: U v - tr ^ (85mg N 0 . 33mno1 ) js J: tfN , N-y p< f - ;v 7 5 

G5nOS:25^|H|^tT«>o < ») fc*JnLfco -<7>^£« 0 - 5N HCL(3.5mL)£l 
»&£«SU 7RC4 x 3QnL>c&j§*U *v»Tl2#|l||J|£TT$£*3-frfco #<b 

®T-*z-r*)i&L xmsm* cu, 2% MeoH/on, a 2 cuwo 

Sit^, PG-20(S)-# > ? y *s > (MOLL ?■ *s> 0*vg) £ 



(33) #H2 0 0 3-5 1 1 42 3 

MR(DMS0-daii3^T 3O0MHz): j 12.10(s, -C0OH), 6.90-8. 80(jn), 5. 15-5. 8 Cm) , 
3.10-4.35(m), 1.42-2. 62 (m) , 0.90(br s, 19-CH ) D /t* y 

tit, 16fi4%T&o£ 0 
[0 0 8 4] 

[ 0 0 8 5] 

[HI] 
[0 2] 
[H3] 
[El 4] . 

# i; -L-^ ^ 5 > «^ 'J "> A/-20CS) r/yff-» ®PI£Ko 
[H5] 

a i„ 

[13 6] 
M**-All 0 



(34) 

[HI 7] 
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(35) 0 0 3- 

[II] 
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[02] 



i. 

2. 1MHC1 Sm>TpH2*TB&fiMfc 

4. PH^ 4 >3. 5 (c^c5ST7KT^^ 

5. m^K^ 



1. A*D**-fejk vX5P;i>T5y fc?ij^> 

2. 10%© NaCl ftft (DMF 09 2. 5 T#R 

3. its! 

7- 



CT2103 



W = 10 D? Mc $5^x^87% 
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[04] 



DMF 

DMAP (3 gftj 



2 BP^ 

Dipco. 3 %m 



\lO%(Dmi ~£»IU IN HCl £pH2.5 ^T^Dd| 



- mm dmap 



-NaCI, HCi, %m 



-H 2 0 



-DMF,&CH 3 CN 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box 1.2 
Claims Nos.: 1-5,7-23 



Present claims 1-5,7-23 relate to a large number of possible compounds 
defined as "therapeutic agent" or "antitumor agent". Support within the 
meaning of Article 6 PCT and/or disclosure within the meaning of Article 
5 PCT 1s to be found, however, for only a very small proportion of tne 
compounds/metnocs claimed. In the present case, the claims so lack 
support, and the application so lacks disclosure, that a meaningful 
search over the whole of the claimed scape is impossible. 
Moreover an attempt is made to define the compounds by reference to a 
result to be achieved. Again, this lack of clarity in the present case Is 
such as to render a meaningful search over the whole of the claimed 
scope impossible. Consequently, the search has been carried out for those 
parts of the claims which appear to be clear, supported and disclosed, 
namely those parts relating to the compounds/riethods mentioned m the 
examples and claims 5,6 with due regard to the general idea underlying 
the present application 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no International 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT) . The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case Irrespective of whetner or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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T>U*^a 98070 <7i/>\->jii 

V a. 18822 
(72)#PJ# h 77 

7* y tismm 98155 h >m, 

^37-7-f>, X2-{- 1757V-X 

9 * h u - h mo 

(72)^BJ^ ^ 7 ^ 7j r_ i xK9-F 

.T>'J#£*S 98037 7^»h>^H, 

K, 425-164f-^-X^5 : *h 

y — h -t^rt—y-fy »ioi 

F (##) 4C076 AA94 AA95 CC27 EE41A 

EE59A FF32 FF63 
4C086 AA01 M02 BA02 CA01 CB22 
m.02 W0 5 NA12 NA13 ZB26 
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[ftff H ] ¥fi£ 17# 12 £ 8 B (2005 . 12 . 8) 

[&^#-^] #^2003-511423(P2003-511423A) 
l%m] ¥fifc 15# 3^25 8(2003.3.25) 

[fflSt^-] #®2001-529754(P2001-529754) 

A 6 1 K 47/48 
A 6 1 K 31/337 
A 6 1 K 31/427 
A 6 1 K 31/4745 
A 6 1 K 47/42 
A 6 1 P 35/00 
[F I] 
A 6 1 K 47/48 
A 6 1 K 31/337 
A 6 1 K 31/427 
A 6 1 K 31/4745 
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